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EFFECT OF PROBUCOL ON ATHEROSCLEROSIS IN ApoE =/~ MICE AND ITS MECHANISM LI Dong, AN Yi (Department
of Cardiology, The Affiliated Hospital of Qingdao University, Qingdao 266003, China)

[ABSTRACT] Objective To investigate the effect of probucol on the progression of atherosclerosis in ApoE /"~ mice by in-
hibiting macrophage M1 polarization and its mechanism.  Methods A total of 20 ApoE /= mice were randomly divided into con-
trol group and probucol group. Both groups were given high-fat diet, and the mice in the probucol group were given probucol by ga-
vage once every other day, while those in the control group were given an equal volume of normal saline by gavage. After 12 weeks
of intervention, blood samples were collected from the apex of the heart after anesthesia, and the mice were sacrificed by cervical
dislocation to collect the aorta vessels. A biochemical analyzer was used to measure blood lipids and liver and renal functions, and
ELISA was used to measure the serum levels of inflammatory factors (IL-18, IL-6, and TNF-a). Oil red O staining was performed
for the aorta to measure the plaque area of atherosclerosis; the aortic root was collected to prepare frozen sections, and then oil red
O staining was used to measure plaque area and lipid deposition; Masson staining was used to measure plaque stability. Immunof-
luorescence assay was used to observe macrophages, smooth muscle cells, collagen fibers, and macrophage M1 polarization in
plaques, and quantitative real-time PCR was used to measure the mRNA expression levels of inflammatory factors in aortic plaques.
Primary peritoneal macrophages were collected from C57BL /6] mice and divided into control group and probucol group. The mac-
rophages in the control group were treated with lipopolysaccharide (LLPS) combined with interferon-y (IFN-Y), and those in the
probucol group were treated with probucol in addition to the treatment in the control group. ELISA and RT-qPCR were used to
measure the mRNA expression levels of inflammatory cytokines (IL-18, IL-6, and TNF-«) and macrophage M1 polarization mar-
kers (iNOS and CD86).  Results Compared with the control group, the probucol group had significant improvements in the se-
rum levels of triglyceride, total cholesterol, and low-density lipoprotein cholesterol (¢ =2.445—4.024,P<0.05) and a significant

reduction in aortic plaque area (1 =23.599,2.954,P<C0.05), as well as a significant reduction in lipid deposition, significant increases

in smooth muscle and collagen fiber, and significant reductions in

(W B#I] 2023-03-11; [fEiTHH#A] 2023-05-09
[ESTE] 5PN K 2019 4RI H (2019-58) macrophages and their M1 polarization markers in aortic root
[EMEH] €% .Email: 1423120555@qq.com plaques. Compared with the control group, the probucol group had
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significant reductions in the levels of the inflammatory factors IL-13, IL-6, and TNF-a in serum and aortic root plaques (¢ =

2.388—4.891,P<C0.05). Compared with the control group, the probucol group of primary peritoneal macrophages had significant

reductions in the levels of the inflammatory cytokines IL.-13, I11.-6, and TNF-a ( =4.238—9.580, P<C0.05) and the mRNA expres-

sion levels of iNOS and CD86 (¢+=3.251,20.860,P<C0.05).

Conclusion

Probucol can delay the progression of atherosclerosis

and promote plaque stability in ApoE ~/~ mice, possibly by inhibiting macrophage M1 polarization and alleviating plaque inflamma-

tory response.

[KEY WORDS] Atherosclerosis; Probucol; Macrophages; Inflammation; Disease models, animal
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